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Ac-D-Cys-[(X,)a -(X^o-Yj-Z^l-Cys-Z.-L-Tyr-NH, 



X:. X: : R— S£S±SW:-»T Gly. A'.a.Val .Leu £. 
Tzli He 

m. n : a-ittlSSroTOifcll 1 
V : Gly.Ala.Val.Ser i^Tli Thr 



Zi. Zj ; flfTJ^jli L-Ar.g. L-^rs.l-Hr 
g,l-l:'S.L-Nl<?.L,-L<»u.L-Val ) 



Jonathan A. Bard, et al. 
U.S. Serial No.: 08/495,695 
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* C-fti] 



Ac-D-Cys-[(Xi)m -(X : )n-Y]-Zi-L-Cys-Z : -L-Tyr-NHi 



Xi . Xt : H-ifctiHSroT Gly.Ala.Val.Leu 
itzii He 

m. n : PJ-i*rti£$:->T 0 1 

Y : Gly.Ala.Val.Ser Thr 

Zi . Z 2 ; H^t* 4 — L-Arg . ffidfli L-Arg. L- 

Hrg.L-Lys.L-Nle.L-Leuitti L-Val ) 



* Cfff^32 ] -((Xi ). -{Xi ). -Y}- -(Leu-Ile- 
Thr)- -[Gly]- X'h *I*3cJS 1 t£»?>i«I^7 

10 *-F££M:**>a. 

CUI^S3] Zi . Zi tfflZ L-Arg "CfciilKiflU 

Hfc2] 



as 



Ac-D-Cys- [Leu-I le-Thr] -L-Arg -L-Cy s-L- Arg-L-Thr-NHz 



* [-fc3] 



Ac-D-Cys-L-Leu-L- I le-Thr-L-Arg-L-Cys-L-Arg-L-Tyr-NH 2 



"?*3ft.4fr8'*Tf-F*fctt*<0ffl < 

[000 1] - 30 

[ mm±.nftm#m ] . - * - tw* f y* 

*«EK«|0tt«r*-f4ifia^^FK:IR|-r*. IS 

[00 0 2] 

[t£*0&«] -i-D^7fFY (NPY) ii&^7 

* Fat=a-f « r s ye 3 6 h^v* f -e. 

■ffiWaaciS^TNPYIi. SAffiMftfR. *jDS*f£ 
LT^&. 4*:. ^Sfi, TWA^^it;^- 40 
SIS^atrm^lSrt^NPYi^tffillrt-Swfc* 5 

«<9ii-cv^. stewaiicu^'c . NPYiiim'g 

[0003] NPY*S<ttWMHMnNPY*S*T 



fe«ItUtffitJ)St#io^. NPYISt^C 

ttfcJVCH*. jgtt£:Tf **4^ffi>i-|*NPYz9-36 
* - i: 3 *» T v *4 # . **>iSte*i*MSicHk * 
6. 

[00 04 3 £SStt*>fc*N.PYift*-fc LTJiCfti 
T$fr£ $ ^g'|N<75 L fiOii . Tateaoto fbtCiiTSy 
&1 OSSa»£$r£NPY27- 36 Br>i-C-ft& [Proc.Nat 
1. Acad. Sci. USA. 89. 1174 (1992)] . 

[0005] 

S«cCSfr*W«-«»ttfcScStt**-t-*N PYWi* 

u n p yh mz tii/'x ttarfiatfcsefr* 
n p Yt:W3i-«-***^ffii«c*ffl^aig«^r-»- f 

[0006] 
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3 # 



Ac-D-Cys-[(X t )B -a x )n-Y]-Z l -L-Cys-Z:-L-Tyr-Ne, (O 



[0008] ( j£*tO%immT0>£teZ9rct. 
Xi . Xi : ffi—ttzli&toX Gly.Ala.Val.Leu 

±fctt He 

m. n : m-*t:li&*iX0*Mtl 

Y ; Gly.Ala.Val.Ser ifcJi Thr 

Zi .' Zi ; V%-m*^-^Ji L-Ars . fefrli L-Arg. 

L-Hrg . L-Lys. L-Nl e, L-Leu ttti. L-Val ) 

i o o o 9 ] &r. pF»l^BH-t 







Cys 




1" y r 




G i y 




a i a 


Ty-y 


Va 1 




Leu 




I 1 e 




Se r 




Th r 




A r g 




H r g 





SSLys U^>- 
N 1 e y/Uo^f 

io [00103 i/i. -rft^rsy&BcSJi. mgso* 

Wfe^ttiV^ *369Hfc£-*!8 ( I ) +0 -((Xi ) 
. -(Xz )a -Y] -IZtilfhXi . Xi TJi Gly.Ala.Va 
l.Leu ttlil IletftO. ifcYTIi Gly.Ala.Val.Se 
r ttlli. ThrT'*>£. m&il/nU. Xi &£ZfXi <D 

Xi#Leu. XiJ^I 1 eT*S. X. ^i&^-YJiT 

20 [00 1 1 ) Xi . X: fcit- r Y<r.>T3 /^r.SJi. L 
?1 1 1 < ti DffiOV * -TtlX' t J: ^ . if & L < ii L£»T-J> 
6, Zi . Z: *C*5tt*TSyf£?f*t<*. «ft*»-*tt 
L-Arg TJ!>0. fikyjii L-Ars.L-Hri.L-Lys.L-NIe.L-Le 
u.L-Val 7><b3i£il&- fcnfiWi. Zi. Zjii^VlL-Ar 
S T'fcS. — 8b£ ( I ) *X*MtttiCD 

tt*W2r i> <r> £ mf h t t *> 0 Th h . 

[0012] 
Ufc5] 

58 
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5 r*— 1 

(1) Ac-D-Cys-L-Uu-L-Ile-L-Thr-L-Arg-L-Cys-L-Arg-L-Tyr-NH, 

(2) Ac-D-Cys-L-Ile-L-Leu-L-Thr-L-Arg-L-Cys-L-Arg-L-Tyr-NH, 

(3) Ac-D-Cys-L-Ala-L-Val-L-Thr-L-Arg-L-Cys-L-Arg-L-Tyr-NH, 



C4) Ac-D-Cys-L-Leu-L- I le-L-Ser-L-Arg-L-Cys-L-Arg-L-Tyr-NH, 



(5) Ac-D-Cys-L-Leu-L-Thr-L-Arg-L-Cys-L-Arg-L-Tyr-NH, 



(6) Ac-D-Cys-L-Ile-L-Thr-L-Arg-L-Cys-L-Arg-L-Tyr-NH, 



(7) Ac-D-Cys-L-Thr-L-Arg-L-Cys-L-Arg-L-Tyr-NH, 



Co) Ac-D- Cys-L-Gly-L-Arg-L-Cys-L- Arg-L-Tyr-NE, 

I 1 

(u) Ac-D-Cys-L-Leu-L-Ile-L-Thr-L-Nle-L-Cys-L-Ars-L-Tyr-NH: 



(10) Ac-D-Cys-L-Leu-L- I le-L-Thr-L-Arg-L-Cys-L-Hrg-L-Tyr-NH, 



(11) Ac-D-Cys-L-Leu-L-Ile-L-Thr-L-Arg-L-Cys-L-Lys-L-Tyr-NH, 



(12) Ac-D-Cys-L-Leu-L- I le-L-Thr-L-Arg-L-Cys-L-Nle-L-Tyr-NH, 



(13) Ac-D-Cys-L-Leu-L- I le-L-Thr-L-Brg-L-Cys-L-Arg-L-Tyr-NH, 



(14) Ac-D-Cys-L-Leu-L- I le-L-Thr-L-Lys-L-Cys-L-Arg-L-Tyr-NH, 



(15) Ac-D-Cys-L-Leu-L- I ie-L-Thr-L-Nle-L-Cys-L-Arg-L- Tyr-XH, 



(16) Ac-D-dys-L-Gly-L-Arg-L-Cys-L-Arg-L-Tyr-NHj 
roo i 3 j < i ) Mt&mmzfzim * [ooi4] ttz. &&c<K&tLxiiVv-<72*. -t-h 

L-niJSK. m<t*mif. 3^<t**s. km. v>& ?s-*T$>*0y*mMm. *^-+>m<r) 



(5) 



[0015] any* Fit^viosmm : *%m<ry<7 

fcfflv^T^Jfc^S-fcli^TSTtgT'&fctf. fSffii:^ 
J: L^a^'T'S -5)11*8^ [Herri field;J.AB.Che«.So 
c.,85.2185(l%3) (CioTtWbT^S^. 

T-£>£. SHS^wJ:-5T^rf-K$r-&«-rSUiP>^-5T 10 
4;*^*-f AXa^7f H^fitl, 4 3 0A*«TfrK$ 

[0016] ^tSii/^T^- KtiS ^cfilSJgS-iSifc 
^7 7 < -Sri: £ J: OS^OJgi: tTmfirfS- 1 &T 

[0017] i ) HM«»i=swfc f<d 30 

C 3fcig a - T S. J «1ST c y g A ? . 

3) m&>i:-ri>* x )*<7+**i*fcf £y#« 

4) a -r i /sar i /8««aiw^-^-'i' 

= y££T-tf-/Ktr*-*. 

6 ) HfflaitA^swh-rs^r^-HiSr^osgL. rs 40 

y BE?£ S^fflfll KIS^ L TV GUI* <7) 5r ff 5 . 

7) 6) T1#t>^wiffli'<.r^Hrt^2<i^5r-/L'5: 

•<rf-Ffc6*i3l3ft-r535 l '^>J»Si: LT. -TO 
CCJ: r>'<T-3.Ii: t*T£T'*>i>. 

[0018] 0->'Xll-y a FmSmBtfL : <X.iZ. <DTi3 
ht^fz^r^V <\L&bUZ*i\-th 20<7>C y siOSHSK 

mx^. muz. Mto&izi. o-s-^^ix^^rf-K^i 50 
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Hi9?>t^LT^4Sl»7)l$*tK:». i8*g^*- 
itffirr 5: fin i» 

[00 1 93 #8;o7h/77.(-, 

$rfflv^Ttfi5<i-&. ^^m^^^mmt. hp 

LC. T5ye^9r. tcSR^tW. 7^o?xyy>/ 
[0020] 

[»BBO?»*3 **Bflfl:^«Ii±N PYRSWtsi: tTN P 

a. fe&mM.. mm. T^*»^. *Att 

J5*ffi. oo«. ^-^>-y^«. IISWICir^Eifl 
a^Ett, xhlsmz&B?l>f&*<?>M#l£Xi. isms. 

LT*-fflT*i)4. *% B M:^5{ii . 
/c. «^*#t:i>Jti6*Sa:«0*iK»aii: LT. £ 

&£. t 5mt,zm^&w?i'c ltw.^t^s. 

<D^fflli. WT<^J:o^ae^r£t:«J:oTlil2$fiy>:. 
r002 1 ] t HWS3=«K«**OSK-N-MC« 

•^rifefcitf 5pMtf> 1 ] — N 

PYttzii [ 12S I 3 -^Tf-KYY < PYY) . 10 
mM MgCl: . 1 mM7 x— ^lVX)V^— )Vy 
/Ut'JF, lmg/ralA-/h5yy. Sl f 5mM>7y 
lfll?ST;pr s >£-£t: 2 5 mM K 0 ( p H 

7. 4)#T-2 5*C. 90i^{il 8 0^ y^-i^ 
— bLtztk. 10. OOOXg. 3^ia<OiS'C4:J: OBI 

[0022] ^ ^)^sae»=iy v ^t *^-fh-^i«i . n 

PYSS(*:(cm-4SvVSWttS-^L^. ±5feBmt-&«J 
*/>:(i-5-«DS01 aS^li2SiO±5- : fi^^fc tT^- 

-eoffi^M'lSrffl^T. iiMJH. iRAJW. i^l. 
[0023] SSfflfflcoa^R^lPli: LT(i, S^XJi 

♦350. S^l^F^S-^tTaiiiS^Sixi* 5 . il* 
i£AT-— l-500mg'Cft')w^Jr liUJ)4^ 

■ li 2-4 EHzftira&z-ri . 
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1 0 



[00 24] 



[0025] 

lite: 



Ac-D-Cys-L-Leu-L- I le-L-Thr-L-Arg-L-Cys-L-Arg-L-Tyr-NH 2 



[0026] 1) t-Boc (tert-T'h'fy^V « 

gg: Applied Biosysteas UK 'O'-f'FSIfrd* 
SS4 3 0 A 

7?/ Hd**ffc£ J: X/mSi ( F WJWK ) 
MBHAffiK (p-^^/l^>'Vt HD^TS^ffiBt) 
Bcc-Tyr (BrZ) , Boc-Arg (Tos) . Boc-Cys (4-MeBz 1 ) . Boc-Thr 
(Bzl) , Boc-I le.Boc-Leu.Boc-D-Cys(4-MeBzl) 

:/?OD^^y(DCM) . yVf'^t'l'iTS H (D 20 
MF) . i/M V7ne^lf ;l-TS X ( D I EA-) . F 

CC). MtK&^K 
[0027] 2 ) &guTi£ 

^rfa±C3RSiJ:0ttft"CN*i8tl»UtTtTa. act 
ivation »*T**W> Boc-T>t (BrZ) $-DCC{C«J:0 
^KHSttfc UTiJ * Rfc»«=*4 M B H A Wtth RIBS 
tfS. &*DT5yK£IB*S-«fc*>TF. 
A«StfT-»T«K±K*&Boc«Wl»*^L. DI 
EAT'****. H*ttK*>T S. SSSmt* (Boc-Arg(To 30 
s>) ^DCCX'H&^-ti. Z<n>&ft$:Tn?yJ*tZ&. 

IZT F ASJUTB o cSJ'li^L.D I E AXikiftk, M 

[00 28] 3) BWffltta^^Tf-KtOWOaSU 

^■fifcSiaf^Tf- Kflfljrtc p - 7 U V— ituJL H F JJUf 
SSSd-fc -y h LtZlk. -2— 5-C. 6 OttlSBJUISrfr 

TKS£LfctS5 0%»&*^KTffl^T*F£«JiiJ 40 
m R P - H P L C < ^ -< >- 1 - 9 Sr 4- £ ti . 

4 ) sflsawf <kRJB 



p-HPLCTii». wtamTLx^&z'ccoms. 

LT. B«RP-HPLC<^aX»l?lC3!>>»t. Bfftfc-f 

[0029] RP-HPLCCi68S 

fl-tff 4. 6X150mm, s-5 120A ODS 

30x250mm. s-5 120A ODS 
mm A : 0. 1% TFA* 
B:0. 1% TFAT-trhr-V 'J^ 

-JWK 6 0# 
ifedtl 2 2 0 n m 
[0030] «fL*«tttt 

*J£3:tt : 6 N HC1. HOt, 22h 
Thr(l)0.90 l/2Cystine(2)l-95 lle(l)0.96 Le 
u(l)1.00 

Tyr(l)0.94 Arg(2)2.00 Nib (1)1.15 

tfcS(HPLC) : 94. 7% 
a*;D7h/77<- (HPLC) ikfc 
tjyd*: YMC Pack A-302.4.6mI.D. XI 50m 
mm-. 0. 1% TFA 
T^-r fX>V- : CHsCN 102-602 (25«in.) 
££j8 : 1ml /m i n. 
: 2 2 0 n m 

;;it . 3us m 2 4 *Ht£w± . se**?* 1 & 

ffloTSOtfl 1 fcH«WWLt»fc. 

IWI2 
[0031 ] 



Ac-D-Cys-L-Leu-L- I le-L-Thr-L-Nle-L-Cys-L-Arg-L-Tyr-NH 2 



[00321 H{t*Wtt« 



1 1 



6N HC1 



1 1 OX:. 2 2h 
l/2Cystine(2)1.94 Ile(l)0.97 



Thr(l)0.89 
Leu(l)0.97 

Nle(l)1.04 Tyr(l)0.95 Nib (1)1.29 

Arg(l)1.00 

ftK (HPLC) : 95. 6% 
jg^7^Q7h^7 7'(- (HPLC) fkft 
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• 12 

*^7A : YMC PacWP-302.4.6eaI.D. X150m 
0. 1% TFA 
/7f.(Xyh : ObCN 20X-60X(25iin.) 
SBS : 1ml /m i n . 
fttii: 2 20nm 

[0033] 

* [-0:82 



Ac-D-Cys-L-Leu-L-Ue-L-Thr-L-Arg-L-Cys-L-Nle-L-Tyr-NH 2 



[0034] mftmtmsi 



The(l)0.89 
u(l)0.96 

!-':e(l)l.C4 
g(l)1.00 

(kplc;. 



6N HC 1 . 1 1 OX;. 22h 
l/2Cystine(2)1.93 Ile(l)0.96 



yr (i)0.S6 



N;:i (i)1.23 



9 8. 6% 



«#?D7b^77<- (HPLOSft 

: YMC Pack A-302.4.6n»I.D. X150m 
mmL: 0. 1% TFA 
/^f^X^h: OfeCH 20X-«)X(25«in.) 
Le ttiS : 1ml /m i n. 

&ai: 2 2 0nm 
Ar 20 33a0!4 

[0035] 
« [fc9 ] 



Ac-D-Cys-L-Gly-L-Arg-L-Cys-L-Arg-L-Tyr-NHz 



[0036] m<t*&m#. 

6N HC 1 . 11 OX:. 2 2h 
Gly(l)0.96 l/2Cystine(2)1.91 Tyr(l)0.94 
3(1)1.30 
Ars(2)?.0O 

*£jg (HPLC) : 98. 5% 
g(t707h/77^- (HPLC) fkft- 
tt=7^ : YMC Pack A-302. 4. 6«I . D. x 150m 



*mt&WL: 0. 1% TFA 
/7f-d>h : CHaCH 10X-60X(25Bin. ) 
30 o£i$ : 1ml /m i n. 
&UJ : 2 2 0 n m 
NH [0®OfSm^rlJiBH] 

[SI] IQfcmfll^^HPLCTi-tff 

[E2] ge»«2^:^^HPLC7)-«f 

[03] 3!S««3<t:£1*Jtf)HPLC#tff 
[04] gUS«4fl:£^HPLC7>$r 
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[03] 
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7ny h^— 

(51) I nt. CI . » »Sffi* F I tWWSBW 

C0 7K 99:00 
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